INTRODUCTION
High-grade B cell lymphomas with MYC and BCL2 or BCL6 translocations, hereby referred to as double-hit lymphomas (DHL), constitute a subset of diffuse large B cell lymphoma (DLBCL) that was recently reclassified as a separate entity (1) (2) (3) (4) . Additional cases of DLBCL, commonly referred to as double-expressors, show positivity for the MYC and BCL2 proteins in the absence of the corresponding translocations. In both groups, activation of MYC and BCL2 correlates with poor prognosis in the face of current front-line treatments, including combined immunotherapy and chemotherapy [such as rituximab and CHOP (cyclophosphamide, doxorubicin, vincristine, and prednisolone) chemotherapy, or R-CHOP] (1-7), calling for the development of new therapeutic regimens. A most promising prospect in this regard is the emergence of selective BCL2 inhibitors, such as venetoclax (also called (3, (8) (9) (10) .
The synergy between MYC and BCL2 in lymphomagenesis was originally demonstrated in transgenic mice (11, 12) and is explained by the ability of BCL2 to block the proapoptotic activity of MYC while leaving its proliferative potential intact (13) (14) (15) . On this basis, we reasoned that compounds that exacerbate MYC-induced apoptosis would be likely to cooperate with venetoclax in killing DHL cells. A candidate compound was tigecycline (16, 17) , a broad-spectrum antibacterial agent with documented cytotoxicity against diverse cancer cell types, most likely owing to its inhibitory effect on mitochondrial translation (18) .
Genes encoding components of the mitochondrial ribosome were coordinately activated during lymphomagenesis (19) and were critical for tumor maintenance in E-myc transgenic mice (16) . In line with these genetic data, pharmacological inhibition of the mitochondrial ribosome with tigecycline was synthetically lethal with MYC activation, impaired tumor cell survival in vitro, and extended life span in lymphoma-bearing mice (16, 17) . Here, we present preclinical data showing that venetoclax and tigecycline synergize in the treatment of MYC/BCL2 DHL, allowing tumor eradication in xenografted mice.
RESULTS

Tigecycline-induced apoptosis is suppressed by BCL2 and restored by venetoclax
Tigecycline-induced cell death in mouse E-myc lymphoma cell lines (16) was suppressed upon infection of the cells with a BCL2-expressing retrovirus ( Fig. 1A and table S1 ). Under these conditions, tigecycline suppressed proliferation, with concomitant G 1 arrest and induction of the cell cycle-inhibitory gene Cdkn1a (Fig. 1B and fig. S1 , A and B). This antiproliferative effect was independent from the p53 status of the tumors and was not associated with appearance of the senescenceassociated marker SA-gal (senescence-associated -galactosidase), unlike observed with doxorubicin ( fig. S1C) (20) . Thus, BCL2 blocked the apoptotic effect of tigecycline without affecting its cytostatic action.
As seen with tigecycline, E-myc/BCL2 lymphomas were resistant to venetoclax alone (Fig. 1C) but were killed by the two drugs together, with strong dose-dependent and synergistic effects (Fig. 1D, fig.  S1D , and table S1). This combined toxicity was p53-independent, as previously shown for tigecycline-induced cell death (16) . The action of venetoclax was on target because E-myc lymphomas expressing BCL-W, a BCL2-related antiapoptotic protein that is not inhibited by venetoclax (8) , were resistant to the combined treatment (fig. S1E and  table S1 ). Hence, venetoclax specifically restored tigecycline-induced cell death in E-myc/BCL2 lymphomas.
Tigecycline and venetoclax cooperate in killing human DHL cell lines
We then addressed the effect of the drugs on five human MYC/BCL2 DHL cell lines, in which we first confirmed the expression of either oncogene (Fig. 2, A and B) . In three of these lines (Karpas-422, SU-DHL-6, and DOHH-2), neither tigecycline nor venetoclax alone showed significant proapoptotic activity, but the two drugs synergized when combined (Fig. 2C, fig. S2 , and table S1). In two others (SU-DHL-4 and OCI-LY8), venetoclax alone showed dose-dependent toxicity, but this was still enhanced by the addition of tigecycline. Finally, a DLBCL line with activation of MYC, but not of BCL2 (OCI-LY7), was fully resistant to the combination, implying that the effect of venetoclax was, once again, on target (and, incidentally, that OCI-LY7 cells must carry a different antiapoptotic lesion). Thus, as in mouse E-myc/BCL2 lymphomas, tigecycline and venetoclax cooperated in killing human DHL lines.
The toxicity of tigecycline and related antibiotics to tumor cells (either rodent or human) has been associated with their inhibitory effect on mitochondrial translation and, hence, on respiratory activity (16, 18, (21) (22) (23) (24) (25) (26) (27) (28) (29) (30) (31) . Consistent with this notion, treatment of SU-DHL-6 cells with tigecycline, doxycycline, or tetracycline suppressed expression of the mitochondrion-encoded electron transport chain complex (ETC) IV subunits cyclooxygenase 1 (COX1; or MTCO1) and COX2 (or MTCO 2 ) but not of the nucleus-encoded ETC II subunit SDHA ( fig. S3A ) and lowered oxygen consumption ( fig. S3B ). Finally, doxycycline and tetracycline also synergized with venetoclax in killing SU-DHL-6 cells ( fig. S3C and table S1). Hence, concomitant inhibition of mitochondrial translation and of the prosurvival function of BCL2 allows effective killing of DHL cells.
Tigecycline and venetoclax allow eradication of DHL-derived tumors in mice
To address the therapeutic potential of tigecycline and venetoclax, we xenografted the human DHL cell lines SU-DHL-6, DOHH-2, and OCI-LY8 in CD1-nude mice, let tumors develop for 2 weeks, and initiated treatment. Either drug alone partially slowed down tumor progression, but their combination showed strong antitumoral activity, causing either full regression (eight of eight for SU-DHL-6 and three of nine for OCI-LY8) or stasis within the 12 days of treatment ( Fig. 3 and table S1). The contribution of venetoclax was again on target because BCL2-negative OCI-LY7 tumors were resistant to the combination. Immunohistochemical analysis of SU-DHL-6 tumors after 1 day of treatment showed decreased cell cohesiveness and intratumoral necrosis with the combined drugs, associated with proliferative arrest and apoptosis ( fig. S4 ). Follow-up of the animals upon cessation of treatment showed that OCI-LY8 and DOHH-2 tumors regrew over relatively short periods of time, requiring sacrifice of the animals within about 1 month (Fig. 3 and table S1 ). Instead, most of the SU-DHL-6-xenografted animals remained tumor-free until our preset end point (120 days) and could thus be considered as cured (Table 1) .
Mice sacrificed either after long-term survival with the highest doses of the combined drugs (day 120) or after short-term treatment with tigecycline alone (day 19) revealed a compacted liver morphology (Table 1 and fig. S5A , day 120). Histological analysis (performed at day 19) showed that this morphological change was associated with a thickening of the liver capsula and peritoneal membrane ( fig. S5B ). This was most likely a reactive lesion secondary to the twice-a-day intraperitoneal injection of tigecycline because it was absent after intravenous injection, the relevant route in the clinic (32), whereas both modalities were equally effective in slowing down tumor progression ( fig. S5C and table S1). Peripheral blood profiles revealed no significant alterations in cell populations in treated versus untreated animals (at day 12; fig.  S5D ). Combined treatment caused an increase in alanine aminotransferase activity ( fig. S5E ), consistent with liver injury, albeit without overt signs of toxicity such as necrosis or fibrosis ( fig. S5B ). Treated animals were overall in good health, and histopathological analysis showed no alterations in the major organs, with the exception of inflammatory infiltrates in the liver and spleen in the presence of tigecycline (alone or in combination) ( fig. S6 ). Finally, we note that a fraction of the mice treated with high doses of the combined drugs died within 1 week (Table 1) . Although the causes underlying this effect remain to be addressed, lower dosage [tigecycline (75 mg/kg) and venetoclax (50 mg/kg)] showed no toxicity yet retained substantial antitumoral effects.
Tigecycline and venetoclax synergize against a DHL patient-derived xenograft A recent study described the establishment of DLBCL patient-derived xenografts (PDXs), some of which were classified as DHL (33) . We expanded one of these PDX lines (DFBL-69487-V3-mCLP, expressing luciferase) in NSG mice and assessed its response to treatment. Cell suspensions (1 × 10 6 ) were transferred intravenously into the recipient mice, and tumor development was monitored by whole-body imaging. Groups were randomized after 2 weeks (day 0), and treatment was applied as above (days 1 to 12). Although they slowed down tumor progression, either tigecycline or venetoclax alone were insufficient to reverse the course of disease. In contrast, the combination caused rapid and marked tumor regression: In particular, luminescence in the femur (f.) and vertebrae (v.), detectable in the controls, was suppressed by about two orders of magnitude or became undetectable altogether between days 11 and 19 in double-treated animals (Fig. 4, A and B, table S1, and fig. S7 ). However, tumors were not eradicated and regrew at variable rates after cessation of treatment (Fig. 4A, table S1, and fig. S7 , days 19 to 29). Taking disease manifestation (hindlimb paralysis and hunched posture) as the end point, untreated and single drug-treated animals had to be sacrificed at day 24, whereas combination-treated animals reached day 48 ( fig. S8 ). Thus, as observed above with the cell lines, tigecycline and venetoclax showed strong antitumoral effects with the DHL-derived PDX.
Tigecycline cooperates with rituximab
The anti-CD20 monoclonal antibody rituximab is a component of R-CHOP, the front-line immunochemotherapeutic regimen used to treat patients with DLBCL. However, those tumors that show MYC and BCL2 translocations, thus qualifying as DHL, show poor primary responses and high rates of relapse (2-7). In mice bearing SU-DHL-6 tumors, rituximab showed cooperation with either tigecycline or venetoclax in slowing tumor growth ( fig. S9A and table S1; compare with Fig. 3 for tigecycline or venetoclax alone). However, the strong effect of tigecycline and venetoclax together precluded clear conclusions on an added advantage of rituximab. In DOHH-2 tumors, rituximab cooperated neither with tigecycline nor with venetoclax: The latter appears in contrast with a previous report (8) but may be due to the lower dosage of venetoclax used in our experiment (50 mg/kg versus 100 mg/kg daily). Nevertheless, when added as a third component on top of tigecycline and venetoclax, rituximab retarded the regrowth of DOHH-2 tumors (fig. S9A, 16 and 20 hours, and table S1). Finally, in PDX-recipient mice, rituximab showed moderate cooperation with either tigecycline or venetoclax, although its effect on the twodrug combination was not statistically significant (figs. S9, B and C, and S10). Hence, besides providing synergy against DHL as a twodrug combination, as shown in the previous sections, tigecycline and venetoclax have the potential to reinforce rituximab-containing therapies in the clinic.
DISCUSSION
Among B lymphoid malignancies, DHL with concurrent MYC and BCL2 translocations (recently reclassified as high-grade B cell lymphomas) (1) show the poorest prognosis. Hence, the development of additional therapeutic strategies represents a critical unmet need for patients who recur with this class of lymphomas (2-7). Previous work showed that MYC activation sensitized cells to tigecycline and that treatment with this antibiotic retarded the progression of MYC-driven lymphomas in mice (16, 17) . Here, we followed up on these findings to assess the activity of tigecycline against DHL, in combination with the BCL2 inhibitor venetoclax (8) (9) (10) . We first showed that overexpression of BCL2 in mouse E-myc lymphomas blocked tigecycline-induced cell death, which was restored upon , and *P < 10 −5
; ns, not significant.
coexposure to venetoclax. Consistent with this finding, the two drugs synergized in killing human DHL cells in vitro and showed strong antitumoral activity in vivo in mice xenografted with DHL cell lines or a PDX. With one line in particular (SU-DHL-6), the combined treatment achieved full disease eradication. The antitumoral activity of tigecycline in either mouse or human cells is attributed to its inhibitory activity on mitochondrial translation and, as a consequence, on oxidative phosphorylation (16, 18, (25) (26) (27) (28) (29) (30) (31) . Other antibiotics with similar properties were also toxic toward a variety of tumor cells (21) (22) (23) (24) (25) and, as shown here for doxycycline and tetracycline, cooperated with venetoclax in killing DHL cells. Tigecycline was also reported to inhibit WNT/-catenin (34) and PI3K (phosphatidylinositol 3-kinase)-AKT-mTOR (mammalian target of rapamycin) signaling (30, 35, 36) and to induce AMP-activated protein kinase (AMPK) signaling and autophagy (36, 37) , but these effects may conceivably follow from mitochondrial dysfunction. Hence, although tigecycline and related antibiotics may inhibit other activities in eukaryotic cells, a comprehensive body of evidence points to the mitochondrial ribosome as their direct and critical target. The reciprocal is true as well because compounds isolated as mito chondrial ribosome inhibitors also showed antibacterial activity (38) .
A recent study suggested that the sensitivity of several DLBCL cell lines to tigecycline was determined by their classification within the OxPhos as opposed to the B cell receptor (BCR) subtype (39) , as defined by gene expression profiling (40) . However, one of the OxPhos lines (Karpas-422) was resistant to tigecycline alone in our experiments (and was also the least sensitive of the OxPhos lines in the previous study). We also note that OxPhos/BCR are secondary to the alternative cell-of-origin-based signatures in the clinic (activated and germinal center B cell-like) and that, regardless of these expression-based classifications, DLBCL cases show heterogeneous mutational landscapes (41, 42) . Altogether, the determinants of tigecycline sensitivity, as well as its full molecular and metabolic effects in lymphomas, remain to be fully characterized. This notwithstanding, the synergy with venetoclax reported here should be selective for MYC/BCL2 double-hit, and possibly double-expressor, lymphomas (3) .
In the clinic, tigecycline is among the antibiotics indicated for treatment of opportunistic, multidrug-resistant infections in cancer patients, with promising antibacterial responses and safety profiles (43) (44) (45) (46) (47) . However, in this setting, tigecycline's possible contribution to antitumoral responses was not considered. On the basis of the preclinical effect of tigecycline against acute myeloid leukemia (AML) (26, 48) , a phase 1 study was undertaken in patients with relapsed AML (32), but no clinical response was reached so far, highlighting the need to reconsider the formulation and dosage of the antibiotic (32, 49) , as well as its possible activity in combination regimens.
Preclinical studies reported that tigecycline cooperates with chemotherapeutic drugs in hepatocellular and renal cell carcinomas (29, 30) , as well as with the BCR-ABL kinase inhibitor imatinib in chronic myelogenous leukemia, where it contributed to the eradication of stem/ progenitor cells (31), a feature that was independently reported for venetoclax (50, 51) . Tigecycline also targeted cancer stem cells (CSCs) in AML (26) , breast, and other tumor types (25, 28) , pointing to a critical function of mitochondrial translation in CSCs. Other studies Table 1 . Summary of all treatments performed on mice with SU-DHL-6-derived tumors. n mice (died ≤1 week) refer to the total numbers of mice treated and, in parentheses, those that died within the first week. The causes for these early deaths remain unclear and may be due to the overall experimental burden imposed on the animals; surviving animals showed no signs of distress. Regression: Percentages of animals scored as showing tumor regression at the indicated time points, with the scored/total numbers in parentheses. At day 19, partial and complete regressions were defined as residual tumor volumes ≤50% and ≤10% of the initial volume, respectively. Animals showing complete regression at day 19 were followed until day 120 and sacrificed when tumors reached a diameter of 2 cm. Animals reaching the end point of 120 days had no detectable residual tumor. Compacted liver: "Yes" indicates that the postmortem examination revealed a compacted liver lobule morphology. indicated that mitochondrial electron transport is critical for the survival of CSCs or cancer-repopulating cells (52, 53) and may itself be suppressed upon BCL2 inhibition (53, 54) . Finally, MYC and the BCL2-related protein MCL1 cooperated to promote mitochondrial respiratory activity and chemotherapy resistance in breast CSCs (55) . Together with our data in DHL, these observations suggest that tigecycline and venetoclax (or other BH3-mimetic drugs) (15) may complement current therapeutic regimens in a variety of tumor types. Multiple clinical studies have addressed the safety and efficacy profiles of venetoclax against hematological malignancies (10, (56) (57) (58) (59) (60) (61) , including lymphoma (57) . Compared with other subtypes of lymphoma, venetoclax appears to be relatively ineffective against DLBCL (3, 10) , although the impact of the MYC/BCL2 status on clinical responses was not reported. Venetoclax showed cooperativity with rituximab in patients with chronic lymphocytic leukemia (58, 61) , as well as in mice xenografted with DHL cell lines (8) , as confirmed in our work. Finally, and most relevant for future clinical development, the effects of venetoclax and tigecycline in either DOHH-2 or PDX-derived tumors appeared to be reinforced by the addition of rituximab in our study.
Tigecycline
In conclusion, our preclinical data have uncovered a synergy between tigecycline and venetoclax against DHL, warranting the repurposing of these drugs in combination for secondary treatment of patients with refractory or relapsed MYC/BCL2 DHL. Moreover, the addition of both compounds to R-CHOP or other rituximab-based chemoimmunotherapeutic regimens (3) may improve the primary response of patients with this particularly aggressive lymphoma subtype.
MATERIALS AND METHODS
Study design
The objective of our study was to address the therapeutic interaction between tigecycline and venetoclax against MYC/BCL2 DHL in a preclinical setting. For in vivo pharmacological studies, human DHL cell lines and PDX were xenotransplanted in female CD1-nude and NSG mice, respectively. Tumors were allowed to develop to measurable sizes (about 2 weeks), followed by exclusion of outliers, blinded randomization of the experimental groups (day 0), and treatment (days 1 to 12), as described in detail below. Although the number of biological replicates achieved depended on the efficiency of engraftment and tumor growth, no fewer than four to five animals were included in any experimental group (with the exception of fig. S5C ) to ensure statistical power. The end point of the experiment for subcutaneous tumors (with the DHL cell lines) was either a tumor size of 20 mm in any one dimension or ulceration at any tumor size. For PDX-derived tumors, the end point was the first signs of disease manifestation (hindlimb paralysis and hunched posture). The data used for every graph in our figures are reported in table S1.
Cell lines
The E-myc p53-wt and p53-null lymphoma lines used here, LY27 and LY35, respectively, were the same as in our previous work and were cultured as described therein (16) . The human lymphoma lines DOHH-2 and Karpas-422 were cultured in RPMI 1640 supplemented with 10% fetal bovine serum, 2 mM l-glutamine, and 1% penicillin/streptomycin. The lines SU-DHL-4, SU-DHL-6, OCI-LY7, and OCI-LY8 were cultured in Iscove's modified Dulbecco's medium with the same supplements. The information on BCL2 and MYC translocation reported in Fig. 2B was obtained from either American Type Culture Collection (www.lgcstandards-atcc.org/Products/Cells_and_Microorganisms/ Cell_Lines/Human.aspx) or DSMZ (Deutsche Sammlung von Mikroorganismen und Zellkulturen, www.dsmz.de/catalogues/catalogue-humanand-animal-cell-lines.html) (62) . Tigecycline, doxorubicin, and venetoclax (all from Carbosynth) were dissolved in dimethyl sulfoxide and added directly to the culture medium. Staining for SA-gal was performed The patient-derived xenograft line DFBL-69487-V3-mCLP, expressing luciferase, was expanded by intravenous injection in NSG mice. Fifteen days after seeding (day 0), tumor development was monitored by whole-body imaging: Animals were randomized (five animals per group), subjected to treatment with tigecycline (75 mg/kg) and/or venetoclax (50 mg/kg) over a period of 12 days (days 1 to 12), and monitored by whole-body imaging at the indicated time points (before, during, and after treatment). (A) Tumor progression in the indicated groups of animals was followed by radiant efficiency, quantified over both femurs. (B) IVIS imaging (ventral and lateral) of all mice in the control (untreated) and tigecycline + venetoclax (tig + ven) groups, shown at day 11. Other groups and time points are shown in fig. S7A . Arrowheads point to the accumulation of tumor cells in the femurs (f.) and vertebrae (v.). The red circles and rectangles appearing over the photographs define the areas that were used for quantification of luminescence over the femur and the corresponding values, respectively. All values are provided in table S1.
as described previously (63) . Viable cell numbers were assessed by Trypan blue exclusion with an automated cell counter (TC20, BioRad), following the manufacturer's instructions. Oxygen consumption of cultivated cells was determined by polarographic analysis using a Clark-type Hansatech Oxygraph in a 1-ml chamber. Drug synergies were evaluated using the ZIP model in SynergyFinder (64) .
Immunoblot and immunohistological analysis
Immunoblot and immunohistological analysis were performed as described (16) . The following primary antibodies were uses for immunoblotting: mouse monoclonal anti-vinculin (catalog #ab18058, Abcam), mouse monoclonal anti-COX1 (catalog # ab14705, Abcam), mouse monoclonal anti-COX2 (catalog #12C4F12, Invitrogen), mouse monoclonal anti-SDHA (catalog #459200, Invitrogen), rabbit monoclonal anti-MYC Y69 (catalog #GR144732-28, Abcam), rabbit monoclonal anti-BCL2 E17 (catalog #ab32124, Abcam), and mouse monoclonal anti-BCL2 [OP60] (Calbiochem). The failure of the OP60 antibody to recognize BCL2 in SU-DHL-6 cells (Fig. 2B) has been reported previously (65) . For immunohistological detection of Ki-67 and cleaved caspase-3, we used antibodies #M7249 (Dako) and #9661 (Cell Signaling), respectively.
RNA extraction and analysis
Total RNA was purified and analyzed by RT-PCR (reverse transcription polymerase chain reaction), as described (16), with the following primers: human MYC, CTAGATGGCATCATTCTTCC and GAA-ACTGGGCAAACAACAC; human BCL2, CACGCTGGGAGAA-CAGGGTA and GGATGTACTTCATCACTATCTCCCG; mouse Cdkn1a, CTGGGAGGGGACAAGAG and GCTTGGAGTGATA-GAAATCTG; human and mouse RPLP0, TTCATTGTGGGAGCA-GAC and CAGCAGTTTCTCCAGAGC.
Flow cytometry
For DNA content analysis, cells were fixed with 70% EtOH, resuspended in phosphate-buffered saline with propidium iodide (50 g/ml) and RNase A (40 g/ml), and stained overnight at 4°C in the dark. Samples were acquired on a FACSCalibur flow cytometer (Becton Dickinson).
Peripheral blood profiles
For peripheral blood analysis, 50 l of blood was collected by tail vein bleeding, and 10 l of 0.5 M EDTA was immediately added to prevent coagulation. Whole blood was analyzed using a hematological analyzer (Beckman Dickinson). Alanine aminotransferase activity was assayed with a specific kit (MAK052, Sigma-Aldrich).
Xenograft models of human DLBCL SU-DHL-6, DOHH-2, OCI-LY8, or OCI-LY7 cells (10 6 ) were transplanted subcutaneously in irradiated (3 gray) CD1-nude nu/nu female mice. Treatment started upon the appearance of measurable tumors. Tumor volumes were assessed from the start of the treatment every 2 days with a digital caliper and calculated as 1/2(length × width 2 ) (66). The following treatment schemes were used: twice a day intraperitoneal injection of tigecycline (spaced by ~8 hours) and/or daily oral gavage with venetoclax for 5 days, followed by 2 days off and a repeat of the same scheme, for a total of 12 days. A single intravenous injection of rituximab (10 mg/kg) was used for the experiment in fig. S9 . For the experiment in fig. S5 (B and C), tigecycline was delivered with a single intravenous injection every 3 days, for a total of 12 days. Tigecycline was dissolved in saline solution (0.8% NaCl); venetoclax was dissolved in 60% Phosal 50 PG (Lipoid), 30% polyethylene glycol (Sigma-Aldrich), and 10% ethanol. Solutions were freshly prepared from dry powder just before each injection.
The PDX line DFBL-69487-V3-mCLP (33) was acquired from the Public Repository of Xenografts (www.proxe.org). Cells (10 6 ) were xenografted via tail vein injection into 6-to 8-week-old female NSG mice. The animals were monitored once a week by whole-body imaging on an IVIS Lumina III platform after intraperitoneal injection of XenoLight D-Luciferin (150 mg/kg) (#122799, PerkinElmer) and anesthesia with isoflurane. The data were analyzed with the Living Image software, version 4.2 (Caliper Life Sciences). Radiant efficiency was calculated on the basis of the epifluorescence signal, as indicated in the user manual. Experiments involving animals were carried out in accordance with the Italian Law D.lgs. 26/2014, which enforces Directive 2010/63/EU of the European Parliament and of the Council of 22 September 2010 on the protection of animals used for scientific purposes.
Statistics
All data are means ± SD. Statistical analyses were performed by unpaired two-tailed Student's t test. Differences were considered statistically significant at P < 0.05. Statistical evaluation of survival curves was performed using multiple t tests for each time point and the HolmSidak method.
SUPPLEMENTARY MATERIALS
www.sciencetranslationalmedicine.org/cgi/content/full/10/426/eaan8723/DC1 Fig. S1 . Response of mouse E-myc/BCL2 lymphomas to tigecycline and venetoclax. Table S1 . Primary data.
